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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including tlie fee set 
fortli in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
December 1 , 2008 has been entered. 

Response to Amendment/ Arguments 

No amendments to the claims have been filed. Claims 3, 1 1 , 23 and 24 are 
canceled. Claims 4-10 are withdrawn. Claims 1, 2, and 12-22 are presented for 
examination. 

Applicant's arguments filed December 1 , 2008, with respect to the rejection of 
claims 1-2 and 12-22 under 35 USC 103 over Saiko et al. in view of Davis et al. have 
been fully considered and are persuasive. As such said rejection has been withdrawn. 

Applicant's arguments filed December 1 , 2008 with respect to the rejection of 
claims 1-2 and 12-22 under 35 USC 103 over Walles et al., in viewof Yorke et al., 
Trubnikova et al., and Davis et al. have been fully considered but they are not 
persuasive. 
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Applicants argue tliat tlie instant application claims compounds having central 
activity and that these compounds would not be the compounds of choice for local 
action on the ovaries. Walles et al. teach studies involving the direct application of 
acetylcholine to the ovaries. Applicants further argue that the compounds claimed in 
Davis et al. for the treatment of Alzheimer's disease would have central activity and 
there is no reason to assume that these compounds would result in a local increase in 
acetylcholine levels in the ovaries. 

These arguments are found not persuasive since the instant application claims a 
method of failure of ovulation comprising the administration of acetylcholinesterase 
inhibitors such as analogs of galanthamine, having a central effect. Davis et al. was 
supplied to show that it was known that the galanthamine analogs claimed in the instant 
invention are acetylcholinesterase inhibitors capable of increasing acetylcholine levels. 
Davis et al. teach that it is known that inhibition of acetylcholinesterase activity will 
increase acetylcholine levels (see column 7 line 44-48). Claims 1-20 of Davis et al. 
claim a method of inhibiting acetylcholinesterase activity (in general) in a patient 
comprising the administration of various galanthamine analogs. While Davis et al. do 
teach that the compounds must have central activity for the treatment of Alzheimer's 
disease (as Applicants have pointed out), Davis et al. do not teach that the compounds 
must only have central inhibition of acetylcholinesterase activity or central increases in 
acetylcholine levels. Since Davis et al. claim the inhibition of acetylcholinesterase 
activity in general comprising the administration of various galanthamine analogs, one 
of ordinary skill in the art would be motivated to administer galanthamine analogs to 
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inhibit centrally acting as well as locally acting acetylcholinesterase activity in order to 
increase acetylcholine levels either centrally or peripherally. 

Applicants further argue that egg extrusion would not solve the problems of 
failure to ovulate in humans. This arguments are found not persuasive since said 
disclosure of the prior art references meet the limitations claimed in the instant 
application. Applicants claim a method of treating the failure to ovulate in a human 
patient comprising the administration of acetylcholinesterase inhibitors. Ovulation is the 
extrusion of a mature egg from the ovary. Thus since the recited prior art references 
teach that acetylcholine causes the contraction of human follicles, and contraction of 
follicles causes the extrusion of an egg from the follicle, or ovulation, the claims of the 
instant application are rendered obvious. 

Applicants further argue that it is not clear that muscle stimulation alone could 
cause extrusion of egg follicles. This argument is also found not persuasive sine the 
prior art references, Trubnikova et al. and Yorke et al. both teach that muscle 
contraction is necessary to expel an egg from the follicle. 

For the reasons stated above and for the reasons of record the rejection of 
claims 1-2 and 12-22 under 35 USC 103 over Walles et al., in view of Yorke et al., 
Trubnikova et al., and Davis et al. is maintained. A modified rejection for better 
clarification is reproduced below. A new rejection of claim 12 under 35 USC 1 12 is 
detailed below. 

This action is made non-final. 
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Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 12 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 12 recites the limitation "N-methyl group" in line 11 of the claim. There is 
insufficient antecedent basis for this limitation in the claim. To overcome said rejection. 
Applicant should modify claim 12 by replacing "methyl" in line 3 of claim 12 with "N- 
methyl." 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or deschbed as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-2 and 12-21 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Walles et al. (1974, European Journal of Obstetrics and Gynecology and 
Reproductive Biology, 4/1 supplement, pages S103-S107) in view of each of Yorke et 
al. (1980, Biology of Reproduction, Volume 22, pages 897-912), Trubnikova et al. 
(1989, Ontogenez, Volume 20, No. 5, pages 532-542, relying on English abstract), and 
Davis et al. U.S. Patent No. 6,150,354. 
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Claims 1-2 and 12-21 of tlie instant application claim a method of treating the 
failure of ovulation in a human patient comprising the administration of an 
acetylcholinesterase inhibitor such as analogs of galanthamine which have a central 
effect and thereafter determining whether a normal follicular response has been 
obtained and deciding further administration of the compound based on the results. 

Walles et al. teach that acetylcholine causes contraction in human and cow 
follicles (see page SI 07 and figure 8 on page SI 06). Walles et al. does not specifically 
teach the administration of an acetylcholinesterase inhibitor or that contraction of 
follicles induces ovulation. 

Yorke et al. teach that muscular contraction is associated with the expulsion of 
the egg from the follicle in vertebrates (see abstract). 

Trubnikova et al. teach that contraction of follicular epithelium cells resulted in the 
retraction of the egg envelopes. 

Davis et al. teach analogs of galanthamine, particularly those wherein the 
methoxy and hydroxy groups are replaced by, for example carbamate groups, or the 
methoxy group is replaced by hydroxy (see abstract). Claim 2 of Davis et al. claims a 
method of inhibiting acetylcholinesterase activity comprising administering a compound 
of the following formula: 
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wherein R1 or R2 may be a liydrogen; liydroxyl; all<oxy of 1-6 carbon atoms; monoall<yl 
or diall<yl or aryl carbamate; etc. It is also noted that galanthamine, and specific alkyi 
carbamates are taught as acetylcholinesterase inhibitors (see column 29, line 35 to 
column 30, line 60). Davis et al. also teach that it is possible to increase acetylcholine 
levels by decreasing the amount or activity of the acetylcholinesterase (see column 7, 
lines 44-48). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to administer an acetylcholinesterase inhibitor of Davis et al. in order to 
induce ovulation because (1 ) Davis et al. teach that the inhibition of 
acetylcholinesterase causes an increase in acetylcholine; (2) Walles et al. teach that 
acetylcholine causes the follicles to contract; and (3) both Yorke et al. and Trubnikova 
teach that the contraction of follicles is associated with the release of the egg 
(ovulation). One would have been motivated to administer the acetylcholinesterase 
inhibitors of Davis et al. because of an expectation of success in inducing release of the 
egg from the follicle. 

It is noted that the claimed recitation of a central effect and a duration of action of 
from 1 to 100 hours is a property of the acetylcholinesterase to be administered. Since 
the same compounds are cited herein as obvious, the limitation is met. A compound 
and its properties are inseparable. In re Papesch, 315 F.2d 381, 137 USPQ 43 (CCPA 
1963). 

It is further noted that the combined references have rendered obvious a 
treatment for the induction of ovulation. Accordingly, the combined references render 
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obvious tlie stimulation of tlie liypotlialamic-pituitary-gonad axis since if ovulation is 
induced the hypothalamic-pituitary-gonad axis would necessarily have been stimulated. 

Furthermore it is obvious to an ordinary skilled artisan to administer a drug and 
determine if the desired response is achieved. It is also obvious to an ordinary skilled 
artisan to determine if a condition has been treated or if further treatment is necessary. 
Said limitations as claimed in claim 1 of the instant application are routinely performed 
and not considered inventive. Thus said limitations are also rendered obvious. 

Claim 22 is rejected under 35 U.S.C. 103(a) as being unpatentable over Walles 
et al. (1974, European Journal of Obstetrics and Gynecology and Reproductive Biology, 
4/1 supplement, pages SI 03-S1 07) in view of each of Yorke et al. (1 980, Biology of 
Reproduction, Volume 22, pages 897-912), Trubnikova et al. (1989, Ontogenez, 
Volume 20, No. 5, pages 532-542, relying on English abstract), and Davis et al. U.S. 
Patent No. 6,150,354 as applied to claims 1-2 and 12-21 above and further in view of 
Polinsky (1998, Clinical Therapeutics, Volume 20, No. 4, pages 634-647). 

Claim 22 of the instant application claim a method of treating the failure of 
ovulation in a human patient comprising the administration of an acetylcholinesterase 
inhibitor such as rivastigmine which have a central effect and thereafter determining 
whether a normal follicular response has been obtained and deciding further 
administration of the compound based on the results. 

Walles et al. in view of Yorke et al., Trubnikova et al., and Davis et al. is as set 
forth above. Said references do not teach the acetylcholinesterase inhibitor 
rivastigmine. 
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Polinsky teaches that rivastigmine is an acetylcholinesterase inhibitor with brain- 
region selectivity and a long duration of action (see abstract). Polinsky further teaches 
that rivastigmine inhibits acetylcholinesterase mainly in the central nervous system with 
some inhibition in the peripheral (see abstract and page 639). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to administer the acetylcholinesterase inhibitor, rivastigmine as taught 
by Polinsky in order to induce ovulation because (1) Davis et al. teach that the inhibition 
of acetylcholinesterase causes an increase in acetylcholine; (2) Walles et al. teach that 
acetylcholine causes the follicles to contract; and (3) both Yorke et al. and Trubnikova 
teach that the contraction of follicles is associated with the release of the egg 
(ovulation). One would have been motivated to administer rivastigmine because of an 
expectation of success in inducing release of the egg from the follicle. Thus claim 22 is 
rendered obvious. 

Conclusions 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to KARA R. MCMILLIAN whose telephone number is 
(571)270-5236. The examiner can normally be reached on Monday-Thursday from 8:30 
am- 6:00 pm and every other Friday from 8:30 am- 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571)272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding tlie status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Kara R. McMillian/ 
Examiner, Art Unit 1617 

KRM 

/SREENI PADMANABHAN/ 
Supervisory Patent Examiner, Art Unit 1617 



